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Dear Examiner: 

I am providing this dedaration in support of U.S. Application Serial No. , lo 
which an Office Action dated November 23, 2007, rejected all claims on the basis of U,S. 
Section 103. 

1 , I am a physician and a board-cenified neurologist. I ol>iained my bachelor 
degree in Biology jfrom Harviurd College and my medical degree from the University of 
Pennsylvania. I completed an internship and residency in interaai medicine at UPMC 
and did my neurology residency at Ma&sachusetts General HospitaL v/hcrc i also 
complcicd a fellowship in cerebrovascular disease. At the Universiiy of Pittsburgh, I am 
Professor of Neurology and Neurological Surgeo% Vice-Chairman of Clinical Affairs, 
and Director of the UPMC Stroke institute, i hRVc authored or co-authored many papers 
and chapters on stroke and stroke ueatmsni. While I participated in the anti-stroke siudv 
described in the above-mentioned patent application and received the usual 
compensation, 1 have no tlnanciai interest in foe patent application. 
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2. I have treated stroke padents foi 25 years. Prior lo the laventioa date, 1 
participated in a number of Uftsuccessftil stroke clinical studies of acw ciicmicai entities 
CNCE) thai had been successful in e>;p<?rim<;nta! animals, nuch as rodents. W© are 
discovering the reasons for thai lack of ' T}i«?re are numerous difTerenccs 
between rodents and humaiis that mak?: the unqualified trajnslation of xodeni data 
inadequate. The most ml^wmt diff€reac<2s arc manifested as diff^noes in 
pharmacological, biochemical^ developmerttalj behavioral and functional responses..*' 

(Wakeman DR ct al. Bditorial: Large ^mimal modck are critical for rationally advancing 
regenerative therapies. FUTURE MEDICINE 2006; ] (4}:405- i 3). ''Neuroprotective drug^.. 
have shown great promise in preclinical testing but disappointment in clinical tHais. Of 
>49 neuroprotective agcMs studies in >1 14 stroke trials, NONE has proven successful 
cliaically/' (Gladstone DJ, et al Commemsi*. Toward Wisdom From Failure: Lessons 
from Neuroproteccive Stroke Tnal$ a^ici New Therapeutic Directionii. S rROfce 2002; 
33:21 23-36, emphasis added) 

3 . Effective treatments of stroke have 'ocen a long-felt need. Hundreds of 
thousands of patients in the US alone experience strokes. Millions more arc siili 
suffering ihe after effe^its of those strokes. Numerous experiir*cncs in animels and 
humans have been perfoftned. As of the invention date, none of these clinical sttidies 
were successful, except for the study of LBS i^lls in patients with chronic stroke. 

« 

4. Many clinicisiis and ire^arcl'^ers with whom I communicate regularly have 
been highly disappointed in the lack of efficacy in humans after successful experimenis 
in rodents and other species con^*monly used in preclinical $tu4ie$. The Stroke Therapy 
Academic Indusn^' Roundtable (STAIR) was formed to address those concerns. 
Although I v.'a^i not a. Statement Contributor on the first arJcle (Recommendations for 
Standards Regarding Preclinical Kctiroprotcctivc and Restorative Drug Development. 
STROKE 1 999; 30:2752-2758), T wo^ a Contributor on the foUow-up statement of 2006 
(Fisher M et ah. Advances in Stroke: Recommendations from ihe STAIR V Meeting on 
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Acute Suoice Tiials. Tcx.haoiog\' and Outcofnes. SxROtcg 20O7; 38:245-248). Tlit: other 
clinicians, re^ejiicnera md I have raet aimost aniJU&Jly since 1959, 

5. The rssults of these meetings w^re die articles mentioned above. We 
included our cffom to estimate the number of nev/ chemical enlitks tha*. had been 
successful ill isumans and could think of NONE. Therefore, we can siatc that as of 
1999, pfeclinical rM\e<; in rodents had NO POSITIVE PREDICT \BlJLiTV in huxnans. 

6. I ^t] femiliar with the abstract by Dr. Saubcrg, Vv ciss' patent, cic. All 
ihesc pertain oniy to ar^ttnal ^rodent) that have not been predictive of success in 
people. The Wds5 patent fcatunrs only a hypothetical example of treatment of hiynans. 
The inventors of the Instate patent ww ihe fir$t to achieve jjaccessiul stroke vfca'jnent in 

7. Ail the priqr iiteraturs can be characterized as d^^cribing. unmet meds 
bscause they all aspire to human use with only rodent experiments or hypothetical human 
•implants (the Weiii> patenc). Furthermore* the SI MR article in 1 999 emphasized the 
unmet need of treatmentii of ^itroke, and the failure of conventionai tests lo predict 
success in humans. The STAIR article ended with recommencLatioas to do .tnore tests and 
tesi5 in Tnuitiplc facilities. However, the article mentioned the continuing use of rodeni 
MC AO tests. Ciiiy because it reparesemed the swius quo to be used in the absence of 
amnisJ models actuaiiy correlating with tine haman response. The anicic at no point 
stated that it was a t^rcdictive test. 

8. The Office Action also stated that it was ob\'iou$ to one of crdinarv skill in 
the art to administer the ccll$ to multiple points in the brain because that would minimize 
infiammaiion due lo trauma at any cne site. On the contrarj\ we know that the greater 
number of injured locations (particularly at the same time) raijses the chances of 
inflammation because each of the separate locations now may become inflamed. 
Therefore, the success of tdininistration of ceils to rrsuhiple points in the brain was not 
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predictable. Furthennorc, no paiieats that we examined showed inflammation on serial 
MRI or PET scan (Kondziolka D. ct d.. Transplantation of cultured human neuronal cells 

for patients wiih stroke. N£ll?^.OLOGY 2000; 55:565-69). 

9. The Office Action also stated that it would be obvious to one of ordinary 
skill in the an to scale up the dose of ceils in rodents by quantities per Idlograni to the 
weight of an av^srage human. Dosing is an arc in itself; in many cases it is not sufficient 
to scale up on the basis of quantity per kilograxn. "In PD [Paridnson's Disease] for 
example, it has been estimated that for each volume of tissue innervated by a rat 
dopaminergic (DA) neuron, a monkey neuron must innervate 20 limes dwt volume, while 
humans would need a staggering volume of 200 units to mimic similar reiancrvation or' 
nigrastriata! projections." (Wakeman DR ct al Editorial; Large animal model!> are critical 
for rationally advancing regenerati ve therapies. FtrnjRE Medicine 2006; 1(4);405-13). 
For example, neuroprotective drug dose ranges and toxicities in animab may not overlap 
w\h those tolerated in humans (STAIR, citing Muix and Lees. Clinical experience witJi 
excitator/ amino acid antagonist drugs. Stroke 1 994; 25:1755*59). The Office Action 
cited multiplication of Dr. Sanbcrg's optimal dose would result in 10 million celis. This 
is almost twice as much as appeared beneficial in our smdy. Therefore, the dose was not 
obvious to one of oxdinarj' skill in the art. 

} 0. In conclusion, i believe that LBS neurons for treating chronic stroke in 

humans are far superior to what is disclosed in the prior art for *Jic following reasons we 

cited inNelsonP.T. etal,, AmerJ Path 160:1201-06, 2002: 

*'Thcy I) do not po5C ethical or legal problems because they arc not 
derived jErom human cmbr>'os; 2) ore highly uniform unlike cells cultured 
firom living animals; 3) do not harbor known human pathogens or 
potentially infectious agents present in xenograjfts; 4) are available in 
unlimited quantities produced in accordance with good manuiacturing 
practices for human use; 5) have been extensively characterized in vitro 
and are amenable to genetic engineering; and 6) have been transplanted 
and characterised previously in normal rodents as well as in animal 
models of stroke, Huntington's disease, Parkinson's disease and unauma. 
with encouraging results.-^ 
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Ifunhe.r declare thai all ^iatemems mack herein of my <?wn knowledge 
are true and ihai ail sicmmmts m&de on information ond belief are believed to be true, 
amlfurihet, thai these statements were made with the knomedge that willful false 
Statements and the like so made are punishable b)f^fine or mprLsonment, or both, under 
Section 1001 of Title W of the UnUed States Code, and thai such wilful false statements 
may jeopardize the \^alidity of the application or any patent issuing thereon. 

Respectfully submitted, 

Lawsnce R, Wtjcii^ler, M.D, Date 
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